Objectives: A positive association between air pollution and both the incidence and prevalence of diabetes mellitus (DM) has been reported in some epidemiologic and animal studies, but little research has evaluated the relationship between air pollution and diabetic coma. Diabetic coma is an acute complication of DM caused by diabetic ketoacidosis or hyperosmolar hyperglycemic state, which is characterized by extreme hyperglycemia accompanied by coma. We conducted a time-series study with a generalized additive model using a distributed-lag non-linear model to assess the association between ambient air pollution (particulate matter less than 10 μm in aerodynamic diameter, nitrogen dioxide [NO2], sulfur dioxide, carbon monoxide, and ozone) and emergency depart- 
INTRODUCTION
The effects of air pollution on health have been actively studied, and its associations with the development and aggra- vation of cardiovascular disease, respiratory disease, and cerebrovascular disease have been explored through many studies. According to a World Health Organization report, diabetes mellitus (DM) has reached global epidemic status, and the worldwide prevalence of DM is estimated at about 8.5% (422 million). Fifteen million people die each year due to DM, which is the eighth most common cause of death. In spite of the great concern about the health effects of air pollution and the high disease burden of DM, few studies have investigated the impact of air pollution on metabolic disease, and furthermore, the results have been inconsistent among those studies that have been performed [1] .
A large-scale cohort study conducted in Europe [2] showed that both nitrogen dioxide (NO2) and ozone (O3) were significantly associated with the incidence and prevalence of DM. Another study [3] also suggested that air pollution appears to increase the risk of acute complications of DM that lead to hospitalization.
Many experimental studies have shown that possible pathways mediating the effects of air pollution on DM may include endothelial dysfunction, exaggerated sympathetic nervous system response, changes in the immune response in visceral adipose tissue, alterations in mitochondria and brown adipocytes, and endoplasmic reticulum stress resulting in dysregulation of insulin signaling, insulin sensitivity, and glucose metabolism [4] . Because some of these pathways are significantly associated with exposure to air pollutants, it is possible that high exposure to air pollutants might increase the incidence of DM. One of the most notable complications of DM is diabetic coma caused by diabetic ketoacidosis (DKA) [5] and hyperosmolar hyperglycemic state (HHS). These two serious acute complications represent an extreme hyperglycemic condition with coma, and if not treated properly, the mortality rate of this condition reaches 10-20% [6] . Diabetic coma can occur if the balance of fasting blood glucose-which is typically maintained by a combination of the patient's usual diet, physical activity, and hypoglycemic drugs-is broken by changes in the external environment.
Considering the inflammatory and oxidative responses after exposure to air pollutants, it is possible that among patients with DM, the incidence of diabetic coma might be associated with high exposure to air pollutants. However, few studies have addressed this issue. Thus, in this study, we investigated the association between ambient air pollution and the risk of emergency department (ED) visits for diabetic coma using national representative emergency care utilization data in the South Korea (hereafter Korea).
METHODS

Study Population
All subjects who visited an ED in Seoul, Korea from January 1, 2005, to December 31, 2009, were included in this study. The participants were enrolled based on health claims data obtained from the Health Insurance Review and Assessment Service (HIRA), which is part of the National Health Insurance (NHI) program of the Korea. Health claims data includes age, sex, diagnosis code (International Classification of Diseases, 10th Revision, ICD-10), and data about the hospital visit (ED, outpatient clinic, or admission), and regional code of the hospital.
Diabetic coma was defined according to the ICD-10: E100, E110, E120, E130, and E140. E100 denotes type 1 DM with coma; E110, type 2 DM with coma; E120, malnutrition-related DM with coma; E130, other specified DM with coma; and E140, unspecified DM with coma. To identify pre-existing illnesses, we used the prior medical service utilization history of each subject. We defined pre-existing illness as a disease that had been reported on during at least 2 outpatient visits, or more than 1 hospitalization for the disease during the 3 years prior to the ED visit. The subjects were classified into 4 groups according to pre-existing illnesses: cardiovascular disease (hypertensive disease [ICD-10: I10, I11, I12, I13, I14, I15], ischemic heart disease [ICD-10: I20, I21, I22, I23, I24, I25]), chronic obstructive pulmonary diseases (COPD; ICD-10: J40, J41, J42, J43, J44), and asthma (ICD-10: J45, J46).
The unit of analysis was daily ED visits for diabetic coma. All observations of ED visits for diabetic coma during the study period were included, allowing duplication of participants.
Air Pollutants and Meteorological Data
Particulate matter less than 10 μm in aerodynamic diameter (PM10), sulfur dioxide (SO2), NO2, O3, and carbon monoxide (CO) were considered to be ambient air pollutants in this study. This data was collected by the National Institute of Environmental Research under the Ministry of Environment of Korea from January 1, 2005, to December 31, 2009. Air pollutants were measured at 27 stations in Seoul, which were distributed to be representative of 25 districts in Seoul. The daily mean value was calculated using the hourly measured concentration of each air pollutant. For O3, the 8-hour average concentration was used. The methods of measurement were as follows: betaray absorption method (PM10, μg/m 3 ), chemiluminescent method (NO2, parts per billion [ppb]), pulsed ultraviolet (UV) fluorescence method (SO2, ppb), UV photometric method (O3, ppb), and non-dispersive infrared method (CO, parts per million). The meteorological data including temperature (°C) and relative humidity (%) were obtained from the Korea Meteorological Administration.
Study Design and Statistical Analysis
To explore the association between daily ED visits for diabetic coma and short-term exposure to air pollution, we ap-
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plied a time-series design that has been generalized to use distributed-lag non-linear models (DLNMs) [7] . We used a generalized additive model with quasi-Poisson regression because this model permits non-parametric adjustments to nonlinear confounding effects of the season, trend, and weather variables in a time-series study of air pollution [8] .
A general model for illustrating the time series of outcomes (the number of ED visits for diabetic coma) is as below:
Log [E(Y)]=α+cb1 ambient air pollution+cb2 (temperature, df=6)+β1 day of week+β2 holiday+s (relative humidity, df= 3)+offset (log[population of the year]) E(Y): estimated daily ED visits for diabetic coma s( ): the natural cubic spline for the non-linear variable cb1: cross-basis function illustrating the relationship of a 2-dimensional linear function model for air pollutants and for 3 strata for lags (lag 0-1, lag 2, lag 3) cb2: cross-basis function modelling the natural cubic spline function with 6 df per year for the mean temperature and for 2 strata for lags (lag 0-1, lag 2-3) df: the degree of freedom for the prediction space and the lag space α: the intercept β: the parameter vector that predicts the effect of environmental factors offset: correction of the number of events for an estimate of population size Daily average relative humidity was included as a natural cubic spline function with 3 degrees of freedom (df) per year to control for the potential non-linear confounding effects of weather conditions. The day of the week and public holidays were also added into the models as dummy variables to adjust for the effects of long-term trends.
To evaluate the lag effect of air pollutants on diabetic coma prior to ED visits, DLNMs were used [7] . A DLNM is defined through a cross-basis function, which is composed of the basis function for the 2-dimensional exposure, as well as lag, and so allows the simultaneous estimation of a non-linear exposureresponse association and delayed effects across lags. In this study, the exposure-response function of each air pollutant was assumed to be linear, and the lag structure was assumed to be constant within each stratum of the lag day, which is known as the lag-stratified distributed-lag model. We also in- cluded a cross-basis function of the daily mean temperature, modelling the relationship using a natural cubic spline with 6 df per year and the lag structure defined by 3 strata (lag 0-1, lag 2, lag 3). Because of the linear relationship of air pollutants, they are actually distributed-lag linear models, even if the distributed lag function of the temperature is included as a nonlinear term [9] . The df for both relative humidity and daily mean temperature were determined empirically. In a sensitivity analysis, the direction of the relationship and the strength of the association did not change (Table S1) . Final estimates are presented as the relative risks (RRs) (with 95% confidence intervals [CIs]) of daily visits for diabetic coma 
RESULTS
A total of 3532 cases of ED visits. for diabetic coma occurred during the study period. Of these, 3527 events were included in the study, after excluding 5 cases without information on the patient's age and sex ( Table 1 ). The average age of the study subjects was 57.66 (standard deviation [SD], 17.44); 50.7% were male. Table 2 summarizes the annual average concentration of air pollutants during the study.
In both single-and cumulative-response models, the risk of ED visits for diabetic coma was significantly associated with NO2 concentration at single lag 1 (RR, 1.125; 95% CI, 1.039 to 1.219) and at cumulative lags 0-1 (RR, 1.120; 95% CI, 1.028 to 1.219) and lag 0-3 (RR, 1.092; 95% CI, 1.005 to 1.186) ( Table 3) .
For an IQR increase at lag 0-3, NO2 was positively associated with ED visits for diabetic coma (Figure 1) . The RR for annual average NO2 was 1.092 (95% CI, 1.005 to 1.186) at lag 0-3. In the subgroup analysis by sex, the RR of NO2 for females at cumulative lag 0-3 (1.149; 95% CI, 1.022 to 1.291) was statistically significant (Figure 1 ). The RR of NO2 for males was not significant at cumulative lag 0-3, but was significant at single lag 1 (1.136; 95% CI, 1.015 to 1.271) ( Table 4) .
In the subgroup analysis by age group, the RRs for NO2 were statistically significant in people aged 60 years or over at single lag 1 (RR, 1.108; 95% CI, 1.009 to 1.218) and cumulative lag 0-1 (RR, 1.112; 95% CI, 1.006 to 1.230) ( Table 4) .
After stratifying the underlying diseases, for individuals with . PM10, particulate matter less than 10 μm in aerodynamic diameter; NO2, introgen dioxide; SO2, sulfur dioxide; CO, carbon monoxide; O3, ozone; HD, hypertensive disease; IHD, ischemic heart disease; COPD, chronic obstructive pulmonary disease. a history of hypertensive disease, a positive association was found for an IQR increment of NO2 at cumulative lag 0-2 (RR, 1.168; 95% CI, 1.014 to 1.346) and for CO (RR, 1.130; 95% CI, 1.026 to 1.243) at cumulative lag 0-3 ( Figure 1 and Table 3 ). For individuals without any history of hypertensive disease, ischemic heart disease, asthma, or COPD, the RR for NO2 was 1.164 (95% CI, 1.039 to 1.305) at single lag 1 and 1.145 (95% CI, 1.014 to 1.293) at cumulative lag 0-1. In the seasonal analysis, the association was sustained in spring at cumulative lag 0-2 (RR, 1.174; 95% CI, 1.001 to 1.377) and in autumn at single lag 1 (RR, 1.231; 95% CI, 1.029 to 1.473) and cumulative lag 0-2 (RR, 1.201; 95% CI, 1.020 to 1.414) and lag 0-3 (RR, 1.190; 95% CI, 1.015 to 1.395) (Figure 1 and Table S2 ).
DISCUSSION
In our study, IQR increases in the concentration of NO2 were positively associated with ED visits for diabetic coma. The association was statistically significant at single lag 1 and cumulative lags 0-1 and 0-3. Other pollutants were partially associ- RR, relative risk; CI, confidence interval; IQR, interquartile range; PM10, particulate matter less than 10 μm in aerodynamic diameter; NO2, nitrogen dioxide; SO2, sulfur dioxide; CO, carbon monoxide; O3, ozone.
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ated with ED visits for diabetic coma, but not sustained for all lags. For example, the RR for CO at lag 1 was 1.106 (95% CI, 1.026 to 1.194) , and at cumulative lag 0-1 it was 1.085 (95% CI, 1.011 to 1.166). However, this relationship was not found at other lags. We found some suggestive effect modifiers. In females and those aged over 60, the RR at cumulative lag 0-3 was higher than the total average RR. Comorbid hypertensive disease, ischemic heart disease, COPD, or asthma was not associated with increased ED visits for diabetic coma.
This finding was consistent with previous studies. There have been relatively few studies that have investigated the association between the acute effects of air pollution and diabetic coma compared with the number of epidemiologic studies of the relationship between air pollution and the prevalence or incidence of DM. A time-series study was done in Chile in 2012 [3] to investigate the relationship between daily air pollution concentration and daily hospitalizations of patients with DM for coma and ketoacidosis. There was a positive association, and the RR for an IQR (27.95) increment of NO2 was 1.12 (1.05, 1.20) (IQR, 27.94). These results were consistent with the findings of our study.
In a study conducted to evaluate the relationship between chemical components of air pollution and emergency hospital admissions for type 2 DM [10], short-term exposure to PM10 components such as nitrate and elemental carbon increased the risk of acute complications or exacerbation of symptoms of DM. Considering that the nitrate radical has been observed as a result of the flash photolysis of NO2 [11] , this finding is compatible with the results of our study.
In a series of studies, the effects of air pollution on the prevalence or incidence of DM have shown relatively consistent results. In a large cohort study involving 51 818 subjects followed for 9.7 years that was performed in Denmark [12] , mean NO2 levels were statistically significantly associated with confirmed cases of DM (RR, 1.04; 95% CI,1.00 to 1.08). A metaanalysis [13] including 10 studies assessed the effect of air pollutants on the occurrence of diabetes. The overall effect on DM incidence was significant for NO2 (adjusted hazard ratio, 1.13; 95% CI, 1.01 to 1.22) .
Given that DM is a disease characterized by elevated blood glucose levels, the impact of air pollution on DM can be quantified by serum glucose increments. A longitudinal study that included 131 882 subjects [14] revealed that serum glucose increased among subjects with normal glucose. Impaired fast- Insulin resistance mediated by air pollution has been hypothesized as the underlying physiological mechanism of the relationship between air pollution and acute DM [15] . In a crosssectional study [16] , a 1-ppb increment in the annual average of particulate matter less than 2.5 μm aerodynamic diameter (PM2.5), elevated fasting glucose of 0.07 mmol/L (p =0.005) and insulin resistance assessed by the homeostatic model increased by 4.58. But was borderline significant (p=0.07).
In our study, being female was a suggestive effect modifier for the association between air pollutants and diabetic coma. Several studies have reported a stronger effect in females than males [12, [17] [18] [19] . In pooled analysis [4] of these studies, the RR for males was 1.04 (95% CI, 0.93 to 1.17), which was not statistically significant, whereas the RR for females was 1.14 (95% CI, 1.03 to 1.26) . There are some hypotheses that may explain this effect. One possible explanation is, of course, that females are more susceptible to air pollution. The other possibility is exposure measurement error. Males in the Korea tend to engage in more physical activity and more often commute or engage in other activities far from home than female do. Exposure to air pollutant is calculated based on residence address, so long commute and frequent activities might cause an exposure measurement error. There are some possible explanations for the seasonal interaction, including the diurnal temperature range, which is an important meteorological variable related to climate change and urbanization. A previous study showed that a greater diurnal temperature range is related to an increase in non-traumatic, cardiovascular, and cardiorespiratory mortality [20] .
The mechanism for the relationship between exposure to air pollution and DM is not known, but hypotheses include an inflammatory response or oxidative stress response [21] . There is evidence that exposure to PM2.5 appears to be strongly associated with systemic inflammatory markers including white cell count [22] , interleukin-6 (IL-6), fibrinogen [23] , and C-reactive protein [18] . An air pollution-induced inflammatory response in the lungs mediates alterations to autonomic balance, and this may exacerbate systemic insulin resistance via overactivity of the sympathetic nervous system [24, 25] . Endothelial dysfunction also plays a role in disruption of glucose homeostasis [26] via insulin resistance. Co-exposure to multiple air pollutants (SO2, NO2, and PM2.5) caused endothelial dys-function by elevating endothelin-1 expression [27] and repressing the endothelial nitric oxide synthase level, as well as stimulating the inflammatory response by increasing the levels of cyclooxygenase 2, inducible nitric oxide synthase, tumor necrosis factor-a, and IL-6.
These relationships can explain the long-term effects of air pollution on the development of DM, but they cannot fully explain the complications caused by acute exacerbation of DM. Another explanation is the effect of counter-regulatory hormones. The most important mechanism in the development of diabetic coma due to DKA or HHS is hyperglycemia, and the osmotic diuretic effect caused by hyperglycemia exacerbates hyperosmolar hyperglycemia itself [28] . In this mechanism, insulin and glucagon, the two hormones that regulate serum glucose, play a key role. Absolute or relative insulin deficiency, glucagon oversecretion, and insulin-antagonistic counter-regulatory hormones such as catecholamine [29] and cortisol all contribute to the development of diabetic coma. Secretion of catecholamine by the activated autonomic system can induce hyperglycemia in susceptible individuals with predisposing factors [30] .
The predisposing or precipitating factors for DKA and HHS are inadequate insulin treatment or non-compliance, as well as acute illnesses which induce relative insulin deficiency including infection, cerebrovascular accident, myocardial infarction, and endocrine disorders. In our study, old age was suggested as a possible effect modifier. Old age [31] and low socioeconomic status [32] interfere with regular health screenings and periodic insulin dose adjustments. This may contribute to diabetic coma due to increased serum glucose caused by air pollution in individuals who already had unrecognized hyperglycemia.
The present study has several strengths. First, to the best of our knowledge, this is the first study to establish a correlation between air pollution and diabetic coma in Korea. Second, by using the HIRA database, almost the entire population of Seoul, Korea was included. The HIRA database includes all residents of the Korea because the NHI covers the whole population as a compulsory social insurance system and HIRA uses the national claim database of the NHI for quality assessment.
Third, we applied an advanced statistical approach: distributed non-linear lag models that flexibly account for the delayed and non-linear effects of air pollutants and temperature and provide simultaneous estimates of the lag-specific risks and cumulative effect. Nevertheless, our study has some potential limitations. First, considering that DKA is characteristically associated with type 1 DM [33] , whereas HHS most commonly develops with type 2 DM, it could be more appropriate to analyze type 1 DM with coma (E10.0) and type 2 DM with coma (E11.0) separately. However, even though DKA is more common in younger patients with type 1 DM, it can also occur with type 2 DM. DKA and HHS are part of a spectrum, representing the metabolic consequences of insulin deficiency, glucagon excess, and counter-regulatory hormonal responses to stressful triggers in patients with DM [34] .
Second, we used the average concentrations of 27 monitoring sites in Seoul rather than personal measures for air pollution exposures because we were not able to obtain data on individual exposure to air pollutants. However, this measurement error may bias our results toward the null, underestimating the RRs [35] .
Third, potential confounding from individual-level risk factors for diabetic coma, including inadequate application of treatments such as oral hypoglycemic drugs or insulin, as well as poor dietary patterns, lack of physical activity, and poor medical compliance, could not be fully excluded due to the inherent characteristics of an ecological study. Nevertheless, the time-series design we applied in this study assesses the shortterm effect of air pollutants and its unit of analysis is time. Thus, the temporal nature of a time-series design can avoid some concerns about personal confounders that do not change over short durations of time [36] .
In this study, exposure to ambient air pollutants was correlated with ED visits for diabetic coma especially in females and those 60 and older. These findings may help establish specific recommendations or guidelines for high-risk individuals by identifying susceptible populations to air pollution.
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